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Abstract of corresponding document: WO9720839 

Diaminopyrimidines of general formula (I) wherein either R<1> signifies straight-c!£airTC^ 0-alkyl, 
branched C3-5-alkyl, C3-6-cycloalkyl or C3-5- omega -carboxyalkyl and R<2> and R<3> signify C1-5- 
alkyl; or R<1> signifies hydrogen, R<2> signifies C3-5- omega -carboxyalkyl and R<3> signifies C1-5- 
alkyl; and their pharmaceutical^ acceptable acid addition salts have antibiotic properties and can be used 
in the control or preventionofTftf^ctious diseases. 
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R J ^* C,- s -&£! ^t^R'^^SL, R 2 ** 
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1. x&iU tflt^# 




**R ! ;M*jLtt«*Cs-io-**, £&tfC 3 _ 5 -&&, C 3 - 6 -#; 
fe*^C 3 - 5 - © R 2 *>R 3 &?f C, - 5 -*t*; 

2. **;MljHU ttfc**, £t R 1 C 5 _ 10 -&&, 
jL&6*C 3 - s C 3 - 6 -^&&3,C 3 - 5 -co 

3. 4t&%> 

(RS) -5- (2-«W*-7, 8 A*.- 2H - 1 

#^^-5-^--T^) -**-2, 4 --It, 

(RS )- 4 - C5- (2, 4 5 -*? 7, 
8 4Ut- 2H - 1 2 -3-D -T<L, 

(RS) - 5- (7, 8--TA*-2-**-2H-l-*# 
«**- 5 -**-2, 4--J&, 

(RS) -5- (2-*«*-7, 8 -jit*.*-- 2H - 1 - * 
5 2, 4--Jfc** 

4- C5 - (2, 4 5 8 -T** 



- 2H - 1 7 
4. Kll^jit^ 




II 



5. A. Ill 





II 



OR 2 




5 & & # # $ f& % & *} * ¥ & , 
11. 4*&jLX#ri£tf 



ft W * 




**R ! JL*jLtt^Cs-io-**^ Jt&tf C 3 - 5 C 3 - 6 -^ 

*t&£C 3 - s - Aft*-^ R 2 **R 3 £^ C, -5 

A^R 1 JL*£, R 2 ^^C 3 -5-co R 3 JL*Ci -5-**-; 



-J*££.&ffl6$fc|^o jL&tfC 5 -io-£ 
f. © -4£?*&£->Hti£6$ C 3 -s - co -&£&&.Bo 
jt&C 3 - 5 -&£- C 3 -6-^&&£C 3 - 5 -co 
a)^&A, ( II ) 
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b)#A ( III ) 




ill 



# 180 - 220 V; £ia*t£-#it4tT tf&*Jt&#20 - 120 V ft 

^ii^rdg^^ W.K. Anderson** E.J. Lavoie , tfa 
it%&&, 38, 3832 ( 1973 ),ft£iftfc, 84, 221 - 223 ( 1984) 
« & S. M. Daluge, P. M. skonezny, EP 0051879 (11.11. 1981). 

#(**#J^P.S. Manchand^A,#&4t#&&, 57, 3531 - 3535 
( 1992 ) ) o $&&*>&% t &*>'2iilK&%-k&W 

I it, fcl^t, 

tfit, fc|4»4^g^ £i>6&. ^ 

N 1,2- N - N - C 

N - D - 9, £4H&&*'#!tS8> 

«5tf,l&)£:£g*J&, ^■tR 1 > R 2 , R 3 *>X£#Jii5j6$£:SU 



£.&v&#S 1 




JL&l Al 

&1981, 1) o ftifc£*t*fc**H**»-I.Ttt. eJ&^tfj^T^t, 



JL& Bl 

a)*Ha*fc.i£*f «, 

N, N &T&&^4F, &20TJ#] 100 t:#fi,t&B), & 
M*ifeT***i.lt4*ti4£TifcJr, *;irfcl*»P.S.Manchand 
f 1 , **.it#&&, 57, 3531 - 3535 ( 1992 ) . 
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OH 



C2 



TMS- 



R 1 
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OH 



(7) 



(2) 



D2 



R 



h^"r 1 



A2 

fo&&&^&™&£iL4«f4*&&4f{£4il).R.M. Walton *» F. 
Waugh, 37, 45 ( 1972 ) fa K. C. Nicolaou 

106, 3548 ( 1984 ) ) . it*^4Ht***»- 



A&B2 

j&A&&T&&*^e,:ktf>F&i£^ (^^ A. L. Gemal J. -L. 
Luche, *§4t#£&, 103, 5454 ( 1981 ) ) o 
JSlB. C2 

Katzenellenbogen ^, 54, 2624 ( 1991 ) (*tR 4 

= e?f|.f^^) *>K.Mori^, liebigs Ann. 1991, 529 . 
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(U) 

F3 



JL&. A3 

Al &fo&&4to 

M*#(8)^6^65, *^L.Jurd, £@it#£&, 81, 
4606 ( 1959 ) o 
JL&. B3 

t,&£*##£T£20 "Ci-j 100 *C^£&&jg*l:je£ 0 
A&C3 

( 11 ) t 4 -&&&ffltf&#'£&&ftTiaiii?&&i* 
&$§^J&&^#J^>&&T£0 30 t: 
N, N 4TfifeJfet^Uo 
D3 

ffl^JiT**, N, N fifcifc^t, £ 10 T?*J 50 T:tf£ 

£50T:*J 100T?tf£A&g|, £*&4fd$ 

JtB- E3 
F3 



R. Kanazawa #» T. Tokoroyama , 1976 , 526 ) - 30 X 

10 Vi£1t 0 & Jfl iUkfe-fr DIBALH it. REDAL 
& *J B. ft &4tfc *ilit Swern - T & 

IL:i:*r*.4tj&&o 

- .OH 

y^OR 3 
OR 2 

*,n«*4t^#T^* (2) *» ( 14) K%&&5ZlB. Al £6Ufc 




ttut ******* + 

(DHFR) 2r***4tJfl«£iFft 

•lie 
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Baccanari^ Joyner 6t^r* 20, 1710 ( 1981 ) ) 

P. G. Hartman ^F, FEB 242 , 157 - 160 ( 1988 ) o 
IC 50 & (*« 50 iiiiift^aif^^o 

3**.$ ATCC 25923 *t DHFR &*f&4t T £ i**IM£t 4HHt& 
«3#tf 157/4696 DHFR 6$ IC so te (jiM ) . *^4*4UFJ**Mt T 
tift£i^tt^A#&:kft*DHFR«*ICsDtt (j^M ) . ^ifcT-H-T 
*f ( TMP ) i* A. 
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0.001 


0.900 
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10 


0.005 


0.520 


0.040 


TMP 


0.007 


2.250 


5.500 



ii^^Cy^^J, J»-&#K *l£ftK SUtftK fc^flK £ & 

&*jkfc*>*%&fra&i±^ s$j&fs\^y #JfcT&#c5&«*u 4-# 

4Jfe«^. 2-i*Jfc&-4, 5 

, : 40 « 1 : 1 4: 
W; 1 : lOi'J 1 : 2 „ 

£^*t^4fcl*»100mg tf#J£? fc& (^5ml) 
40mg 6$4L^# I 200mg ¥ 
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£*fe*Jl 
ft^4fc ( 2 ) 

&)&&\$LT#29.3g#jM.it% (III) **f- 300ml tf-ilfit 
t#^^i- 30X:„ 4^15 30 "C fa 44.2ml J* (if 

C&*> 18.3ml ^i*j;£f &&6$&& 0 t^a^^fii - 
10 TC, ^^jA250ml3NHCL^ 500g^^^^^#^^^^t, 
#10^, I^l 2 x 750ml C&^&o #fr*li£&&Jfl^>£ 750ml 
*$fe*»NaCK NaHC0 3 **NaCl ft*. ^&#*Lte*&£o £ 95 t: 
/14£&&^4]L/##i.j 1 3 

n - 2 -jk- i - n. 

b) 6£ 170ml T #t«* 16.6g «M RS ) - 1 -3^^*- 3 -if 

2 - 1 -W«**fct*»37.3g fcte^-fcaMt**, 
£20 CJt#ft£-4fcjL4&#**. »J&* 1.9g«l,jblk, 
tf#£it£tf£&o flkVjb 10 TC, ffl50mllNHCl 
At«, 150ml 2 x 400ml 

6*t*llB 300ml -f-» (Na 2 S0 4 ) & 106 C/14 

*&aH»*-^*#«ia*&i** ( RS ) - 1 3 -if *.£ 

2 1 

c) #7.8g ( RS ) - 1 3 - if &j£it*.-?j- 2 - £ 

- 1 -6f&*f7-80ml 6$f #t, « 0.64g*A*r*t*#£20TClfc# 3 
•Mi-. 1 L 200 *C,/40T:£iM****Alfr-*T 

If -f 80ml Cftt#« 80ml *L/4fe£ 14 € 6/60 t) 

(Aft, ) „ 4**1 jfc&*# ( RS ) - 1 2 

- 1 - 

d) 4**« la)46l, A^-&-f S3SfcH*M'J T 5 -Art- 7 - 
if - 



ii 



&&fm&$)7 ( RS ) - 5 - 7 -XT4Mfc&&- 6 

f)4£&W lc)£&, >M RS ) - 5 7 
£- 6 -*fc&T£#*JT (R) - 5 Jt- 6 -fc&fS&o 

2 

fc^*b ( 3 ) titi*: 

a) £*AT#7.3g 3, 4 -^¥-&£- 5 6.9g 
(RS)- 1 - 3 - J= T 2 - 1 -S**»10.5g 

60ml *F*t#^£ 5t: o ^50^^^^5TC^^t 
20ml ?*ttf 6.9ml &tf i£&o /i^iia 

&^#jL&£>£J&_t£r;£t &*£&^$o *M'J 4.2g 
(HPLC80%) c 40ml f #t#&20 "C ffi 553mg^&4f 

&#3'J>Bfo fl^* 2 x 50ml C&GgS^ii^J&i., #T&&, 
tf-^f- 10ml &6$£&£SSt, 20ml #4 ( RS ) 

-3- ( 1 2 -4, 5 -.=.T*.*-* 

b) £JL\T#63.6g 3, 4 5 

( E. Spath H. Poder, Monatsh. fur Chemie, 43, 93 (1923) ) , 38.5g 
(RS)- 1 -*ft&-ft- 2 - 1 -SM* 118g-=L;M*&)ift 600ml 
f ^Lf^^ip j. 5 tc o £ 90 -f 5 "C ft#t^f£$a*£ 150ml T 

*ttf 70ml**.-**~C,»***>fc. &£4fe£5€#&# 1 
£20T?&#3 'Mtf. £##&£&Ji&l& 300ml ?£, 

**fc£*S.t*#30fr*. ft, -H.**, il^^iLo / 

£*t/GSlCfi§ 4: 1, &£3: 1 £#&Jiatfr ^ 
% 0 tkLU*>C&*nfcH%& < > #*) ( RS ) - 3 - ( 1 -%ft&-K 
-2-****) -4, 5 -~T «, 

c) i?£&fc| 2a)£to, >M RS ) - 5 7 -XT 

-it- 6 »#*JT (RS)-5- (5-¥8tJ£--2, 3-~ 
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d) 4£&#| 2a)4^,>^ ( RS )- 1 3 - ftJM T ( RS ) 
-3, 4-~T*.&-5- ( 1 2 

e) -5£&fcl 2a)£te, ^ ( RS ) -4-?&-l-#&-3-# 
#*JT ( RS ) - 3 - (1 - 2 -4,5- 

f) -%£*fe*J 2a)4te, >M RS ) - 5 - T 1 - 3 
JMT ( RS ) - 3 - (1 -#T£--i5- 2 -4,5- 

3 

( 4 ) 

a)# 33.5g(RS) - 3 - ( 1 - - n - 2 - - 4 , 5 

-jif &fgg&#^ 330ml tfN, N--C**J*t, & 
&\T>fc&£ 200 T:#&200 T:### 5»Mf. -f 90 TJ/1 
ft], 2 x 1.5 fiCaU, 2 x 1.5 *h IN HC1 , 2 * 1.5 # 

fe^NaCl a #*]6$*lj##fll f */£&£f89: 1 &*tfk 

ALCm.*>&&f3&4ftk& 0 ( RS ) - 2 -3f:i*5& 
-7, 8 2H - 1 5 

bl)#2.4g (RS) - 3- ( 1 - - K - 2 - - 

4, 5 *?&&Jtft 20ml N, N t, £ 

Jl^t^^j.200 tc#£200 t:###i ^90t:/i 

2 x 100ml CU, 2 * 100ml IN HC1,2 * 100ml 
fe^NaClo 4b-/#^#J ffl-iL? ^GgLGSS/^ife 5 : li&i±«>£ 
^J&^^ii^o (RS) - 2- JC^i-7, 

2H - 1 -***fc^- ( HPLC96%) . 

b2)£& 5 tTi" 1 <J«N-j* ft* 48ml 50ml ¥ * t tf &tflf-* 

*6$Jf) 200ml T *##T6$ 143ml tf-f.^-**.- ( 2 - f&&C& 
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&) (£? *t3.5M) 6$&&t. »£A£*|***aUL*A 

Tf I'MH^^^'J^i- 35X:^^200ml f *ttf 46gtf ( RS ) 

- 2 7, 8 **- 2H - 1 5 
BS^^^t, 15r###4*Ht«, i£ it A 40ml 
3NNaOH&A£^jt#it&^#;^& 0 3 * 600ml * - 1 

x 600ml f^o fkHSL, &&IL>$l cm 5 : 1 , >^6ft/6itt 

#*! T ( RS ) - 2 - 7, 8 - 2H - 1 - 

c) i*£&fcl3a)4to, >MRS) "5 - ( 5 - - 2, 3 - 

- A- 6 ( RS ) - 4 - ( 5 - 

- 7, 8 2H - 1 2-*)-TAT 

d) £*AT4* 1.5g(RS)-4- ( 5 - ?8t&- 7, 8 --f*.*- 2H 

- 1 2 -TtTmt 10ml ej&'t'tfet, 

A lmllNNaOHft«#&20X:&JM.5'J«IJ-. 9ml IN 

HCI *4t, « NaCI 2 * 20ml *l 

*J T ( RS ) - 4 - ( 5 - TftaV - 7, 8 - - T - 2H - 1 - : * 

e) 4^il.^3a)4^, >M RS ) - 3, - (1 

2 &#*!T (RS)-7, 8--f 

- 2 2H - 1 5 - T &<, 

04***1 3a)44a, ^ ( RS ) - 3 - (1 2 - 

fc&4l&) - 4, 5 --fU-*fWJ T ( RS ) - 2 
-7, 8 - — T 2H - 1 5 - fS. 

g)-5£«*l3a)4tt, ( RS ) - 3 - (1 -*T*-f5- 2 - 
-4,5 -ifU-*TMHT ( RS ) - 2 -#T& 
-7, 8 -jlJ*,*- 2H - 1 5 - T &. 

4 
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&&%T# 30g (RS) -2 7, 8--T&&-2H 

- 1 -Z-ftifk- 5 - f 17.5g 3 -*Jfc&??li|"&Jlf-f 300ml ~ 
fHE^t, *=*PJ. 10 D**HtJf] 13.5g&T&4r*t#o 

10 1 >]*Bt, £20Dfc#5'Mtf-o *T&J£, 

^#)*J3^^^/*-Ji#^J&.: 2x3ff6&6«, 2 * 3-*#-o 
#Jf]e,*t/C&GS8 5: 1*J2: 1 &it&&4t:fr>^e,*l/G&. 
6©t^«^o #*JT ( RS ) - 3 2 - ( 2 - - 7, 

8 -^f A*- 2H - 1 5 
fls m. p. 140 t; . 
5 

#1.45git&Jfci&#f-20nil 4 1.7g *T*.*T*4f 15 

*h ££*liiDicalite . 2g ( RS ) 

-3 2- (2-*^*.- 7, 8 2H - 1 - * 

5 T&) W*J*t, 8 'MJ-. 

if^#Rif<*4H. ^90ml 6*tt*AW ( RS ) - 5 - (2 
-«S*-7, 8 2H - 1 5 -&-T*.) 

-<*-2, 4--*, *6&A#>, m. p. 229 Do 
6 

4***1 4*5 ^(RS)-4-(5-TSfe*-7, 8 - 

2H - 1 2 - &) -T&#J»J T ( RS ) - 4 

- C5 - (2, 4 5 -7, 8--T&& 
~ 2H - 1 2 -*0 -Tl m.p.l24TC 0 

7 

4«*#I4#»5*4K, ^ (RS) -7, 8 -^fU- 2 

- 2H - 1 -*#*fc*j- 5 - TSffJJ T(RS)-5-(7, 8 - - 
T** - 2 2H - 1 5-*T*)--«^-2, 
4 -~Jfc, m. p. 188 D„ 

8 
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1 -*#*fc^- 5 - T &#*4T (RS) - 5- (2-#i54-7, 8 
-^f 2H - 1 5 -4- T 4-) 2, 4- 

— m. p. 223 "C o 

9 

4** 5 AM, ( RS ) - 2 -#T&- 7, 8-~?-& 
4- 2H - 1 5 - T &#*4T ( RS ) - 5 - ( 2 -#T 

4.-7, 8 2H - 1 5 -4-f 4-)-««£ 

-2, 4-— Jfe, m. p. 214 TC 0 
%&W 10 

ij^afcfMfrS***, - ( 5 - T6t&- 8 - TM- 2H - 
1 -*#*tT&- 7 -4-4140 -T&&TS8*&ii4 - C 5 - (2-44 

- 3 -£4-&4--*M4) - 8 - T 2H - - 7 - 44L4II 
-T^TS§#i'JT4- C5- (2, 4 - - K.4 - «^ - 5 - 4T 
4)-8-?4t4-2H-l 7 - &4140 -T&, m. p. 

250 x:„ 

#£¥441** 400mg 
iU tf4t^#, *i*4 - C5 - 
(2, 4 5-4 
f 4) - 8 - T 414- 2H - 1 - 

7 -44.4] -T«. 80mg 
PRIMOJEL (&#*r£#) 6mg 
POVIDONE K30 ( fcC^-ifc'&itS ) 8mg 
#J8SMI 6mg 

500mg 

A.I <$4t^#, W-fr, 4 - C5 - 
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(2,4 --H^-*- 5 
- 8 - f 2H - 1 

7 lOOmg 

15mg 

if >6 3mg 

2mg 
120mg 
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